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Antenatal prophylaxis of Rh isoimmunization:
28-weeks’-gestation service program

J.M. BowMaN, MDp; J.M. PoLLOCK

Two (0.18%) of 1086 Rh-negative
primigravidas or multigravidas treated
similarly in all previous pregnancies,
who were given a single injection of
Rh immune globulin (300 ~g) at 28
weeks’ gestation and subsequently were
delivered of Rh-positive babies, had
demonstrable Rh isoimmunization at the
time of that injection and must be
considered “logistic” failures of
antenatal prophylaxis. The remaining
1084 (who were treated again after
delivery) had no evidence of Rh
isoimmunization at delivery and none
of the 512 screened at 6 months after
delivery appeared to be immunized.

If the 28th-week injection had not been
protective, one would have expected
14 of the 1084 to have been
demonstrably Rh isoimmunized and
evidence of Rh isoimmunization to have
persisted in 6 of the 512 observed

6 months after delivery.

Six of 719 Rh-negative multigravidas
who had not received Rh immune
globulin after previous pregnancies
or had been treated only after delivery
showed evidence of Rh isoimmunization
despite a single injection of Rh
immune globulin at 28 weeks in a
subsequent pregnancy. In three of the
six the cause was most likely
“sensibilization” due to previous
exposure to Rh-positive blood or an
untreated Rh-positive pregnancy. In 3
of the remaining 716 (0.42%) there
may have been true failure of antenatal
Rh prophylaxis administered at the
28th week. One would have expected
this figure to be 12 of 716 if antenatal
Rh prophylaxis at 28 weeks' gestation
were totally unsuccessful.

From the Rh laboratory and the department
of atrics, University of Manitoba and
Health Sciences Centre, Winnipeg

Reprint requests to: JM. Bowman, Rh
Ihadboratorﬁ 735 Notre Dame Ave., Winnipeg,

It is concluded that a single intra-
muscular injection of Rh immune
globulin, 300 ug, is 88% effective in
preventing Rh isoimmunization during
pregnancy in Rh-negative primigravidas
and in multigravidas treated antenatally
in all previous pregnancies, and is
75% effective in preventing Rh
isoimmunization in Rh-negative multi-
gravidas untreated during previous
pregnancies. The majority of failures
are due to Rh isoimmunization during
pregnancy prior to antenatal prophylaxis
at 28 weeks.

Sur 1086 primigravides et multigravides
Rh négatif ayant été traitées de la
méme fagcon aux grossesses
précédentes, qui ont recu une seule
injection d'immunoglobuline Rh (300 ug)
a la 28° semaine de la grossesse et
qui subséquemment ont donné naissance
a un bébé Rh positif, 2 (0.18%) ont
démontré une isoimmunisation Rh au
moment de cette injection et doivent
étre considérées comme des échecs
de “logistique” en ce qui a trait a la
prévention prénatale. Les 1084 autres
femmes (qui ont été traitées encore
aprés I'accouchement) n'ont montré
aucun signe d'isoimmunisation Rh lors
de l'accouchement et aucune des
512 testées systématiquement 6 mois
aprés I'accouchement n'a semblé étre
immunisée. Si I'injection a la 28°
semaine n’avait pas protégé, on se
serait attendu a ce que 14 de ces 1084
patientes montrent une isoimmunisation
Rh et a ce qu'il y eut persistance des
signes d’isoimmunisation Rh chez 6
des 512 patientes observées 6 mois
aprés I'accouchement.

Sur 719 multigravides Rh négatif qui
n'ont pas recu d'immunoglobuline Rh
lors de leurs grossesses précédentes
ou qui avaient été traitées seulement
aprés la grossesse, 6 ont montré des

signes d'isoimmunisation Rh en dépit
de I'injection d'immunoglobuline Rh

a la 28° semaine d'une grossesse
subséquente. Chez trois des six patients
la cause la plus probable est une
sensibilisation due a une exposition
antérieure 4 du sang Rh positif ou a
une grossesse Rh positif traitée. Chez
3 des 716 autres femmes (0.42%) il peut
y avoir eu échec réel du traitement
préventif prénatal Rh administré a la
28° semaine. On aurait put s’attendre a
un chiffre de 12 sur 716 si la prévention
prénatale 2 la 28° semaine de la
gestation était complétement sans
succes.

On conclut qu'une seule injection
intramusculaire de 300 »g d'immuno-
globuline Rh est efficace a 88% dans
la prévention de I'isoimmunisation Rh
durant la grossesse chez les primi-
gravides Rh négatif et chez les
multigravides Rh négatif qui ont été
traitées avant la naissance durant
chacune de leurs grossesses précé-
dentes; elle est efficace a 75% chez
les multigravides Rh négatif qui n’ont
pas été traitées durant leurs grossesses
précédentes. La majorité des échecs
est due a une isoimmunisation Rh
durant la grossesse survenant avant
de recevoir le traitement préventif
prénatal a la 28° semaine.

As a result of the evidence of the
occurrence of Rh isoimmunization dur-
ing pregnancy and its successful pre-
vention by antepartum intramuscular
administration of approximately 300
pmg of Rh immune globulin (Rho[D]
immune globulin, Connaught Labora-
tories, Toronto) at 28 and 34 weeks’
gestation, a service program of ante-
natal Rh prophylaxis was begun in
Manitoba July 1, 1975. Because of
calculations, based on a half-life of
IgG of about 28 days, that 20 to 30
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pg of Rh immune globulin would re-
main in the recipient 12 weeks after
the injection was given, the program
consisted of a single intramuscular in-
jection of one vial (approximately 300
pg) of Rh immune globulin at 28
weeks’ gestation.

Initially the service program was
offered to urban Rh-negative pregnant
women at risk. When approval was
obtained in December 1975 from the
Manitoba Health Services Commission
for funding of antenatal prophylaxis
on a province-wide basis, the services
of a nurse on a half-time basis were
obtained to organize and administer the
program, and antenatal prophylaxis
was extended to rural Rh-negative preg-
nant women at risk. The province-wide
program began Feb. 1, 1976 and was
fully operational by Mar. 1, 1976. The
protocol and the results up to Aug.
31, 1977 are described in this paper.

Protocol

1. All pregnant Rh-negative women
with Rh-positive husbands and without

evidence of Rh isoimmunization in
their current pregnancy were offered
Rh antenatal prophylaxis as close to
28 weeks’ gestation as possible.

2. Urban women were contacted by
the Rh prevention nurse, were inter-
viewed in the Rh laboratory, and were
given one prophylactic dose of Rh
immune globulin intramuscularly.

3. A vial of Rh immune globulin
was sent to the rural physician with
instructions to administer the contents
intramuscularly to his Rh-negative
pregnant patient as close to 28 weeks’
gestation as possible.

4. Blood samples were taken prior
to the injection and were requested
to be taken at 2-week intervals through-
out the remainder of the pregnancy.
Cord and maternal blood samples ob-
tained immediately after delivery and
maternal blood samples obtained 3
days, 6 weeks, 3 to 4 months and 6
months after delivery were screened as
described in the accompanying paper
in this issue of the Journal (page 623).

5. On occasion, because of the low

1977

Table I—Interval between antenatal prophylaxis and delivery, Manitoba, July 1, 1975 to Aug. 31,

Interval (wk) Group 1* Group 2t Total (and %)
<5 77 52 129 (4.3)
>5-<8 156 107 263 (9.7)
>8-<10 . 262 166 428 (15.8)
>10-<13 752 442 1194 (44.1)
>13 440 254 694 (25.6)
Total 1687 1021 2708 (100.0)

*Rh-negative primigravidas and multigravidas who had received Rh immune globulin antenatally
and postnatally in all previous Rh-positive pregnancies and after all previous abortions.
tRh-negative multigravidas who had received Rh immune globulin only after delivery or not at all
after previous Rh-positive pregnancies and abortions.

globulin: groupl

Table I1—Prophylaxis of Rh isoimmunization by a single antepartum injection of Rh immune

No. (and %) of women

Interval between injection

Received Rh-positive Followed up Rh

Delivered of

and delivery (wk) injection baby for 6 months isoimmunized
<8 233 163 86 0

>8—< 16 1454 923 426 2% (0.22)
Total 1687 1086 512 2*(0.18)

“Methods used to determine Rh antibody titre: fone-stage papainized erythrocyte panel, }two-stage
papainized eﬁ(hrocyte nel, §AutoAnalyzer low-ionic screen and {saline screen.

Patient 1: No Rh antig:dy at 25 weeks' gestation.t§ Rh antibody present at 2812 weeks’ gestation
before injection of Rh immune globulin.}§7 No Rh antibody 6 months after delivery.1§ Rh of
woman's mother unknown.

Patient 2: Rh immune globulin given postabortion in previous pregnancy. No Rh antibody at
20 weeks' gestation.}§ Rh antibody strongly positive by indirect Coombs’ test, with albumin titre
1:2 and saline titre 1:2 at 28 weeks' gestation prior to injection of Rh immune globulin. Woman's
mother Rh-negative.

Patient 3 (not included in table): Primigravida by history; no abortions, no transfusions. Rh
antibody strongly positive at 1212 weeks’ gestation.+§ Rh immune globulin given at 23, 29 and 35
weeks' gestation with no increase in titre of Rh antibodies. Baby group O, Rh-posmv'e. dll'el_ci-
Coombs’'-positive at 8 minutes (passive) 17 days after third injection. Rh status o s t
unknown. .

Patient 4 (not included in table): Primigravida by history; no abortions.‘_no. tralnsfusior:s. ‘EII'JSI
test for Rh antibody at 612 weeks’ ?esmlon strongly positive.}1§ Moved to- ody
b d d itating amniocentesis, induced delivery and exchange transfusion.

fully P
Woman's mother Rh-negative.
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compliance of patients and physicians,
particularly in rural areas, or inac-
curacies in the recording of the dura-
tion of pregnancy, antenatal prophyl-
axis was not always given at 28 weeks’
gestation. The intervals between injec-
tion and delivery are set out in Table I.

6. Since the program was intended
to protect every Rh-negative woman
at risk, some were treated who had
not been treated antenatally or even
postnatally in previous pregnancies. For
this reason Rh-negative women taking
part in the service program were div-
ided into two groups:

® Group 1: Rh-negative primigravi-
das and multigravidas who had received
Rh immune globulin antenatally and
postnatally in all previous Rh-positive
pregnancies and after all previous abor-
tions. Women in this group are com-
parable to those treated in the previous
clinical trial (described in the accom-
panying article).

® Group 2: Rh-negative multigravi-
das who had received Rh immune
globulin only after delivery or not at
all after previous Rh-positive pregnan-
cies and abortions. Rh isoimmunization
developing in women in this group may
be due not to a failure of antenatal pro-
phylaxis but to “sensibilization” as a
result of inadequate treatment after
previous pregnancies.

Effectiveness of antenatal coverage

In the 8-month period ending Oct.
31, 1976,. 1211 women (84% of those
at risk) and in the 8-month period end-
ing June 30, 1977, 1346 women (93%
of those at risk) were treated in our
antenatal Rh prophylaxis service pro-
gram.

Results

The results are set forth in Tables
IT and III for groups 1 and 2 respec-
tively.

Group 1

The results in group 1 were similar
to those of the previous clinical trial.
(The women in the two series were
comparable.) Two women (patients 1
and 2, Table II) of the 1086 in this
group who were delivered of Rh-posi-
tive babies had evidence of Rh iso-
immunization at the time of injection
of Rh immune globulin at 282 and 28
weeks’ gestation respectively. Two
other women (patients 3 and 4) in
group 1 (not included in Table II) had
evidence of Rh isoimmunization at the
time of first examination of serum at
12%2 and 6'2 weeks’ gestation respec-
tively in what they stated was their
first pregnancy. Neither had received
blood transfusions. Both were undoubt-
edly sensitized prior to, not as a result
of, their first pregnancy. They were



Table l1l—Prophylaxis of Rh isoimmunization by a single antepartum injection of Rh immune
globulin: group 2

No. (and %) of women
Delivered of

F ®
. .
Zyloprim’ ciopuino
Indisations: ZYLOPRIM is intended for the treatment
of gout as well as primary and secondary hyperuri-
caemia. ZYLOPRIM is indicated in the treatment of
rimary or secondary uric acid nephropathy. ZYLOPRIM
s especially useful in patients with gouty nephro-
rathy, in those who form renal urate stones, and
hose with unusually severe disease. ZYLOPRIM
is effective in preventing the occurrence and
recurrence of uric acid stones and gravel. ZYLOPRIM
is useful in the therapy and prophylaxis of tissue

Interval between injection Received  Rh-positive Followed up Rh urate del;:sltii:n. renal ‘;“m‘“ and for 32‘;?“"2'}:

and delivery (wk) injection baby for 6 months isoimmunized | | JIPNIRRIN, T PE Ct otible o hyperuricasmia and
uric acid stone formation, especially after radiation

<8 159 110 44 0 therapy or the use of antineoplastic drugs.

>8—<16 862 609 251 6* (0.99) Oogd,llnl:‘o:s: Zyloprim slin‘quld noth beh giv%ndto

sitive o

Total 1021 719 295 6* (0.83) Severe reaction to this drug.

Prosantions and Wi s: Acute gouty attacks may be

*Symbols as in Table II.

atient 1 (not included in table): Three Rh-positive pregnancies in preprevention era. Present
pregnancy: at 26'2 weeks Rh antibody demonstrable, albumin titre 1:1, indirect Coombs’ test
positive at 2 minutes. Not given Rh immune %Iobulln antenatally. At 36 weeks' gestation albumin
titre 1:2, indirect Coombs’ test strongly positive at 1 minute. Baby Rh-positive, direct-Coombs’-
positive. ‘‘Sensibilization’ by revention pregnancies?

Patient 2: Nonspecific antibody present in 1966 prep tion preg y. In 1976, at 262 weeks’
gestation, prior to administration of Rh immune globulin, Rh antibody ?weakly positive.§ At 40
weeks’ gestation 8-mL fetal transplacental hemorrhage, indirect Coombs’ screen positive at 11
minutes, Rh antibody present.:§ Three days rost partum, before injection of Rh immune globulin,
Rh antibody detected.ﬁ Six weeks after delivery indirect Coombs’ test strongly positive at 1
minute, albumin titre 1:2. ‘‘Sensibilization’’ by preprevention pregnancy?

Patient 3: Prﬁgfﬁvﬁl‘lﬂon pregnancy in 1965. In 1967 and 1969 pregnancies no Rh antibody present;}
Rh immune globulin given after each deliver¥. In 1973 pregnancy no Rh antibody demonstrable;}§
baby Rh-negative. In 1977 pregnancy no Rh antibody at 20 weeks’ gestation.}§ Rh antibody present at
2812 weeks’ gestation;++ albumin screening test positive; indirect Coombs’ unonl::g test positive
at 4 minutes prior to administration of Rh immune globulin. At 35 weeks’ gestation indirect mbs’
antibody screen strongly positive at 1 minute, albumin titre 1:2. Baby Rh-positive, direct-Coombs’-
positive at 2 minutes. ‘* ibilization’’ as result of 1965 pregnancy’

Patient 4: Received Rh-positive transfusion in childhcod. No Rh antibody at 26 weeks’ gestation
prior to injection of Rh immune globulin.}§ At delivery, at 40 weeks’ gestation, indirect Coombs’
test positive at 7 minutes, Rh antibody demonstrable.t§ At 6 weeks after delivery maternal Rh
antibody present b’¥ indirect Coombs' screen, strongly positive at 1 minute; albumin titre 1:1.
‘‘Sensibilized” by Rh-positive transfusion?

precipitated at the start of treatment with Zyloprim
in new patients, and these may continue even after
serum uric acid levels begin to fall. Prophylactic
administration of colchicine and a low dosage of
Zyloprim are advisable, particularly in new patients
and in those where the previous attack rate has been
high. Zyloprim is not recommended for use durin
pregnancy or in women of child-bearing potential
unless in the judiement of the physician, the potential
benefits outweigh the possible risks to the fetus.
Zyloprim should not be given to children except those
with hyperuricaemia secondary to malignancy or with
Lesch-Nyhan syndrome. Patients with impaired renal
or hepatic functions should be carefully observed
during the early stages of Zyloprim administration and
the drug withdrawn if increased abnormalities in
hepatic or renal functions appear.
Uriceswries and Zyloprim: Combined therapy of Zyloprim
and uricosurics will result often in a reduction in
dosage of both agents.
Purinothel or Imuran with Zyleprim: In patients receiving
PURINETHOL* (mercaptopurine) or IMURAN® (aza-
thioprine), the concomitant administration of 300-
mg of ZYLOPRIM per da{owill require a reduction
in dose to approximately % to 14 of the usual dose of

Patient 5: Abortion 1967, no Rh prophylaxis. Next pregnancy, no Rh antibody at 23
station;+§ at 29 weeks’ gestation, prior to administration of Rh immune globulin, ?Rh antibody§
?t:aco. weak, negative with three Rh-positive cells). Rh antibody strongly positive at 35 weeks’
geﬂation and at 40 weeks’ gesmlon.mith indirect Coombs’ screening test positive at 1 minute.

‘Sensibilized”” after abortion? Possible failure of antepartum prophylaxis?

Patient 6: October 1971, Rh immune globulin given after delivery of Rh-positive baby; no Rh
antibody throughout pregnancy.t§ In 1972, following abortion, given Rh immune globulin. In 1973
Rh-negative baby; Rh anti ?trace positive at 16 weeks’ gestation.§ Present pregnancy, at 28
weeks’ gestation, prior to Rh immune globulin administration, no Rh antibody.}§ At 34 weeks’
gestation Rh anti strongly positive.§ At 40 weeks' gestation Rh antibody strongly posltlve§
and weakly positive,} indirect Coombs’ test negative. Four months after delivery indirect Coombs'
test strongly positive at 1 minute (indirect Coombs’ titre 1:16), albumin titre 0, saline titre 0.
‘‘Sensibilized’’ post partum before injection in 1971? Failure of antepartum proplxluaxis?

Patient 7: In 1974 Rh-positive baby; no Rh antibody present; Rh immune globulin given after
delivery. In 1975 no Rh antibody after delivery of Rh-positive baby;: Rh immune globulin given after
delivery. In 1977 pregnancy no Rh antibody at 11, 21 and 27 weeks’ qestmlon::l:§g given Rh immune
globulin at 27 weeks tation. At 30 weeks' gestation Rh antibody present (? passive),}§ saline
screen tive. At 3912 weeks’ gestation one screen positive and one negatlvo.r Three days after
delivery of Rh-positive baby, prior to injection of Rh immune globulin, Rh antibody demonstrable,3}

albumin titre 1:1. Failure of
prophylaxis to delivery.

antepartum prophylaxis? Interval of 1412 weeks from antenatal

excluded from our statistics since their
cases could not be considered failures
of antenatal Rh prophylaxis.

The first two cases must be con-
sidered as failures of the logistics of
antenatal prophylaxis, since the women
had become isoimmunized too early
for prophylaxis at 28 weeks to be ef-
fective. This represents a failure rate
of 0.18%, in comparison with a failure
rate for the same reason of 0.07% in
the previous clinical trial and of 0.14%
for the same reason in 3533 women
not treated antenatally. These differ-
ences are not significant.

The remaining 1084 women in group
1 showed no evidence of Rh isoimmu-
nization at delivery, nor did any of the
512 re-examined 6 months after de-
livery show such evidence. On the
basis of the 1.6% incidence of devel-
opment of Rh antibodies in primi-
gravidas between 28 weeks’ gestation
and 3 days after delivery (in 45 of
2768 women) determined from the pre-
vious clinical trial, if antenatal pro-
phylaxis were unsuccessful one would
have expected 17 of the 1084 women
to have been Rh isoimmunized in the

interval between antenatal and post-
natal injections; in 14 of the 17 this
would not be masked by passive anti-
body. Similarly, if antenatal prophyl-
axis at 28 weeks’ gestation were un-
successful, 8 of the 512 women ex-
amined 6 months after delivery would
have been Rh isoimmunized; 6 of the
8 would still show evidence of such
immunization. The fact that none of
the 1084 women delivered of Rh-posi-
tive babies or of the 512 examined 6
months after delivery showed evidence
of Rh isoimmunization is sound evid-
ence that a single injection of one
prophylactic dose of Rh immune glo-
bulin at 28 weeks’ gestation was as
effective in preventing Rh isoimmun-
ization during pregnancy in group 1
as two injections were in the group
previously studied (there were no fail-
ures in either group). If one considers
the two logistic failures due to isoim-
munization prior to antenatal Rh pro-
phylaxis, the protection rate in group 1
is 88%.

Group 2
Protection was not so complete in

p ine or azathioprine. Subsequent adjust-
ment of doses of PURINETHOL or IMURAN should be
based on therapeutic response and any toxic effects.
Oﬂumr-io with Zyleprim: In the presence of allopu-
rinol, there may be competition in the renal tubule
for the excretion of chlorpropamide. When renal
function is poor, the recognised risk of prolonged
hypoglycaemic activi'tAy of chlorpropamide may be
increased if ZYLOPRIM is given concomitantly.
Coumarin anticsagulants with Zyleprim: It has been reported
that under experimental conditions allopurinol pro-
longs the half-life of the anticoagulant, dicumarol.
The clinical significance of this has not been estab-
lished, but this interaction should be kept in mind
when allopurinol is given to patients already on anti-
coagulant therapy, and the coagulation time should
be reassessed.

Adverse reactions: Skin reactions associated with ex-
foliation, fever, chills, nausea and vomiting, lympha-
denopathy, arthralgia and /or eosinophilia are the most
common and may occur at any time during treatment.
Gastrointestinal disorders were reported but may
diminish if Zyloprim is taken after meals.

tr-plm and trestmont of : Overdosage of
allopurinol is usually manifested by nausea and
vomiting. No treatment is normally required, provided
the drug is withdrawn and adequate hydration is
maintained to facilitate excretion of the drug. If, how-
ever, other forms of acute distress are observed,
gastric lavage should be considered, otherwise the
treatment is symptomatic.

: When taken orally, allopurinol is rapidl|
metabolized. The main metabolite is oxx urinol, whic
is itself a xanthine oxidase inhibitor. Allopurinol and
its metabolites are excreted by the kidney, but the
renal handling is such that allopurinol has a plasma
half-life of about one hour, whereas that of oX{purlnol
exceeds 18 hours. Thus, the therapeutic effect can be
achieved by a onc&a-da{ dosage of ZYLOPRIM in
patients taking 300 mg or less per day.

e and sdministration: ZYLOPRIM, administered
orally should be divided into 1 to 3 daily doses. Daily
doses up to and including 300 mg may be taken once
daily after a meal. Divided doses should not exceed
300 mg. The minimum effective dose is 100 to 200 mg.
The average is 200 to 300 mg/day for patients witl
mild gout, 400 to 600 mg/day for moderately severe
tophaceous gout, and 700 to 800 mg/day in severe
conditions. The maximal recommended dose is 800 mg
per day in patients with normal renal function.
Treatment with 600 to 800 mg daily for two or three days
prior to clgemotheragy or x-irradiation is advisable to
preventuric acid nephropathy. Treatmentshould be con-
tinued at a dosage adjusted to the serum uric acid level
until there is no longer a threat of hyperuricaemia and
h{pemri_oosurla. Itis essential thata daily urinar{ output
of two litres or more be maintained during ZYCOPRIM
therapy, and neutral or alkaline urine is desirable.
Children: For the treatment of seeondar{ilhy eruricaemia
associated with malignancies and in the Lesch-Nyhan
syndrome, ZYLOPRIM should be given in doses of
10 mg/kg/day. The response should be evaluated
after apJ)foxlmately 48 hours by monitoring serum uric
acid and/or urinary uric acid levels and adjusting the
dose if necessary.

Proseatation: ZYLOPRIM 100 mg scored white tablets.
Bottles of 100 and 500 tablets; Code: Wellcome U4A.
ZYLOPRIM 300 mg scored peach coloured tablets.

Bottles of 100 tablets. Code: Wellcome C9B.

Produst Monograph available on request.

*Trade Mark W-6019
Burroughs Wellcome Ltd.
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multigravidas treated only after de-
livery or not at all after previous Rh-
positive pregnancies and abortions.
Analysis of the seven failures among
the 720 women in this group (719 plus
1 woman not treated antenatally)
(Table III) indicates that three of the
seven (patients 1, 2 and 3 in Table III)
had had pregnancies in the prepreven-
tion era and one other (patient 4) had
received an Rh-positive transfusion in
childhood. These “failures” of. ante-
natal Rh prophylaxis probably repre-
sent “sensibilization”. They are ex-
cluded as failures of antenatal pro-
phylaxis.

One of the seven women (patient 5)
did not receive Rh immune globulin
after an abortion. Although this in-
stance also may be one of “sensibiliza-
tion” the exceedingly weak antibody
demonstrated just prior to antenatal
prophylaxis at 29 weeks may represent
primary immunization in her current
pregnancy — that is, a “logistic” fail-
ure of 28th-week antenatal Rh pro-
phylaxis.

Although the other two instances (in
patients 6 and 7) may also be examples
of “sensibilization” prior to injection of
Rh immune globulin on the 3rd day
after delivery in previous pregnancies,
we must consider them as failures of
28th-week antenatal Rh prophylaxis.

In group 2, therefore, there was a
failure rate of 28th-week antenatal Rh
prophylaxis of 0.42% (3 of 716 wom-
en). This should be compared with the
expected rate of 2.2% (17 of 765) in
multigravidas treated postnatally in our
control series (described in the accom-
panying paper). We would have ex-
pected 16 of the 716 women to be
isoimmunized. In 12 of the 16 the
isoimmunization would not have been
masked by passive Rh antibody at de-
livery. The protection rate of antenatal
Rh prophylaxis in group 2 was 75%
(prevention of 9 of 12 instances of
demonstrable Rh isoimmunization prior
to prophylaxis after delivery).

Conclusions

This study has indicated that a single
intramuscular injection of approximate-
ly 300 ug of Rh immune globulin at 28
weeks’ gestation is highly effective in
preventing Rh isoimmunization during
pregnancy in Rh-negative primigravidas
and multigravidas treated antenatally
and postnatally during and after pre-
vious pregnancies and abortions. It is
also effective, but less so, in preventing
Rh isoimmunization during pregnancy
in Rh-negative multigravidas treated
only postnatally or not at all after pre-
ceding Rh-positive pregnancies and
abortions. Its lessened effectiveness in
this group is probably due to the likeli-
hood of Rh isoimmunization (“sensibil-
ization”) as a result of inadequate pro-
phylaxis in previous pregnancies.

The final proof of the effectiveness
of antenatal prophylaxis is its effect
on the incidence of Rh isoimmunization
in Manitoba (Table IV). The incidence
has fallen from 3.5 per 1000 total births
in the 2-year period ending Oct. 31,
1975 to 2.7 in the next 12 months and
to 2.0 in the 6-month period ending
Apr. 30, 1977. These figures compare
with an incidence of Rh isoimmuniz-
ation of 10.6 per 1000 total births in
the 12-month period ending Oct. 31,
1964.

In the 2-year period ending Oct. 31,
1975, 48 of the 121 instances of Rh
isoimmunization in pregnant women
were due to immunization during preg-
nancy or within 3 days after delivery;
26 of the 48 were the result of immun-
ization during the current pregnancy.
We would have expected 47 instances
of such immunization during the cur-
rent pregnancy. Hence our clinical trial
of antenatal prophylaxis during these
2 years had prevented 21 (45%) of
expected instances of Rh isoimmuniza-
tion during pregnancy. In the following
year the institution of province-wide
antenatal prophylaxis prevented 13 of
23 (57%) and in the 6-month period
ending Apr. 30, 1977, 10 of 12 (83%)

Table IV—Rh isoimmunization in Manitoba
No. (and %)
6 months
Year ending Year ending Year ending ending
Datum Oct. 31,1974 Oct. 31,1975 Oct. 31,1976 Apr. 30, 1977
Rh isoimmunized pregnancies 59 62 46 17
Rh isocimmunized during pregnancy
or within 3 days after delivery 24 (41) 24 (38) 20 (44) 6 (35)
During previous pregnancy ~ 22— 10 4
During current pregnancy 26 10 2
Expected and demonstrable if
no antenatal prophylaxis
program 47 23 12
Protected by antenatal
prophylaxis program 21 (45) 13 (57) 10 (83)
Incidence of Rh isoimmunization
per 1000 total births 35 2.7 20
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instances of Rh isoimmunization that
might have occurred during pregnancy.
These figures afford further proof of
the value of antenatal Rh prophylaxis
in the province of Manitoba.®
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